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Registration number 22-R-0030, November 29, 2006 


A. 


Summary of exceptions to the regulations and standards: 


One exception to the canine exercise program is to be reported. Fourteen doas used in 
radioisotope labeled drug metabolism studies have been housed in soecL canine 

mSSr V" accurate coSction of excreta for 

then housing provides 100% of the required floor space but le^s 

test exercise. The period of time in this housing varies with the 

aithniinh^h h ^ sxcretion rates. Most studies have lasted between 7-15 davs 


B. General Column “E" Justification Statement: 

Fi% guinea pigs experienced lethargy, ruffled fur and decreased appetite for 24-72 hours 

as dX'S in" 2 ° CFRT,o"lVr procedureToaner:: llSytS, 

5 4 21 CFR 610.11). This IS a compendial test required for release of a 

thS resulte The agents would compromise evaluation of 

me test resul s. The guinea pigs were monitored closely to see if the clinical sions wohIh 

resdve. In all guinea pigs except five, all expected clinical signs resolved withh the 24 

imnSaerauthanfzed'''’" 

•“ '°f assassing (b)(4| 

Of ar n (b)(4) were induced by the administration 

thaw Commercially dvanaoie analgesics could not be administered because 

^ey wouio conround interpretation of data and defeat the purpose of the research The 
minimurn number of animals was used to provide reliable data and the length of the studv 

Twenty dogs were used in a c 4 x- . . 

( )( I ind caused mrnimal clinical discomfort that began to dissipate after 4 hours and 
usually was gone by 8 hours. Administration of analgesics at leS than 8 hours wouW 

Sme'SIs beSThou'm •“ Persisted iri 

ome cases beyond 8 hours, analgesics were administered. The minimum numhpr nf 

imals was used on the model to still allow for the generation of useful data. 

Thirteen dogs on an lACUC approved study developed unexpected acute terminal 

resea S staff ?he'’'r!f monitored on the studies by the veterinary and 

n!fwith ^ ^ conducted in accordance to FDA regulations as 

pubhshed in the Federal Register Vol. 59 No 183 September 1994, pagls 48746 to 

iArtfr'’annr,!J'^H'^ primates developed unexpected acute terminal complications on an 

monitored on the sSes by the 

a^essmirsfuST'.^*"''' """ primates on safety 

^ ^ develop unexpected acute terminal complications The studies were 

No 183 lepSe? 1994® '' 
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Twenty-three rabbits on lACUC approved studies develop acute terminal complications 
The animals were closely monitored on the studies by the veterinary and research staff.’ 
The studies were conducted in accordance to FDA regulations as published in the ICH 
guidelines (Federal Register 59, No. 183, Sept 22 1994 030^^48746-4^2^^^^^^ 
Federal Register, Vol. 61, No. 67, April 5, 1996, pages 15360-1 5361. 

° H "" the efficacy of new 

(b)(4) compounds. The animals were (b)(4) Lh then 

**^*^^* compounds. Ttic iiiieiciciion or pain relieving agents with 
nove compounds is unknown and could interfere with the study. The total number of 
1° niinimum required to produce meaningful and reliable test results 



